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International application No. 

PCT/EP99/03527 


International filing date (day/month/year) 
21 May 1999 (21.05.99) 


Applicant 

CREATOGEN AKTIENGESELLSCHAFTetal 
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1. Transmittal of the translation to the applicant. 

The International Bureau transmits herewith a copy of the English translation made by the 
International Bureau of the international preliminary examination report established by the 
International Preliminary Examining Authority. 

2. Transmittal of the copy of the translation to the elected Offices. 

The International Bureau notifies the applicant that copies of that translation have been 
transmitted to the following elected Offices requiring such translation: 

AU,CA,CN,JP,KP,KR,NZ,PL,U$ 



The following elected Offices, having waived the requirement for such a transmittal at this time, 
will receive copies of that translation from the International Bureau only upon their request: 

AP^EPAE^AM^AZ^A^ 
HU,ID,lL,IN,IS,KE,KG,KZ,LC,^ 

SG,SI,SK,SL / TJ,TM,TR,TT,UA,UG,UZ f VN,YU / ZArZW,OA 



3. Reminder regarding translation into {one of) the official language(s) of the elected Office(s). 

The applicant is reminded that, where a translation of the international application must be 
furnished to an elected Office, that translation must contain a translation of any annexes to the 
international preliminary examination report. 

It is the applicant's responsibility to prepare and furnish such translation directly to each elected 
Office concerned (Rule 74.1). See Volume II of the PCT Applicant's Guide for further details. 
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International application No. 
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International filing date (day/ month/year) 
21 May 1999 (2 1,05 .99) 


Priority date (day/montlvyear) 

22 May 1998 (22.05.98) 



International Patent Classification (IPC) or national classification and IPC 
C12Q 1/68 



CREATOGEN GMBH 



1. This international preliminary examination report has been prepared by this International Preiiminary Examining 
Authority and is transmitted to the applicant according to Article 36, 


2. This REPORT consists of a total of 5 sheets, including this cover sheet. 


X 


This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of 1 sheets. 


3. This report contains indications relating to the following items: 


I 




Basis of the report 


II 


□ 


Priority 


III 




Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 


IV 


□ 


Lack of unity of invention 


V 




Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


VI 


□ 


Certain documents cited 


VII 


□ 


Certain defects in the international application 


VIII 




Certain observations on the international application 
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Date of completion of this report 

19 July 2000(19.07.2000) 


Name and mailing address of the IPEA/EP 
Facsimile No. 


Authorized officer 
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Whational application No. 
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I. Basis of the report 



1 . This report has been drawn on the basis of {Replacement sheets which have been furnished to the receiving Office in response to an invitation 
under Article 1 4 are referred to in this report as "originally filed" and are not annexed to the report since they do not contain amendments.): 



| | the international application as originally filed, 

the description, pages 

pages . 

pages 

pages 



, as originally filed, 
, filed with the demand. 
, filed with the letter of 
, filed with the letter of 



the claims, 



Nos. 
Nos. 
Nos. 
Nos. 
Nos. 



1-45.47-52 



46 



, as originally filed, 

, as amended under Article 1 9, 

, filed with the demand, 

, filed with the letter of 

, filed with the letter of 



17 April 2000(17.04.2000) 



| | the drawings, 



sheets/fig 
sheets/fig 
sheets/fig 
sheets/fig 



1/1 



, as originally filed, 
.filed with the demand, 
. filed with the letter of 
, filed with the letter of 



2. The amendments have resulted in the cancellation of: 

1 1 the description, pages 

1 | the claims, Nos. 



1 1 the drawings, sheets/fig 



2 f 1 This report has been established as if (some of) the amendments had not been made, since they have been considered 
' — ' to go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 



4. Additional observations, if necessary: 
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HI. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

1 1 the entire international application. 

[X] claims Nos. 1-17,19-33.35-45.48.50. 

because; 

□ the said international application, or the said claims Nos. 
relate to the following subject matter which does not require an international preliminary examination (specify); 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningfufopinion could be formed (specify): 



the claims, or said claims Nos. 1-17.19-33.35-45.48,50 are so inadequately supported 

by the description that no meaningful opinion could be formed. 



j~" | no international search report has been established for said claims Nos. 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: III 



The present international patent application discloses a 
process for detecting macrolide resistance in 
microorganisms (preferably in Helicobacter pylori) by in 
situ hybridisation of oligonucleotide probes raised 
against mutated areas of the 23S rRNA and by subsequent 
fluorescence detection. The application discloses three 
hybridisation probes for this purpose, i.e. SEQ ID NO. 1, 
2 and 3 . 

The application does not disclose subject matter relating 
to a process or a hybridisation probe for detecting 
another type of antibiotic resistance. Claims 1-17, 19- 
33, 35-45, 48 and 50 are therefore not supported by the 
description (PCT Article 6) . The description does not 
disclose the invention in a manner sufficiently clear and 
complete for the invention to be carried out by a person 
skilled in the art (PCT Article 5) . 
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V* Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1 . Statement 

Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



18, 34, 46, 47, 49,51, 52 YES 

NO 

18, 46, 47, 49, 51, 52 YES 

NO 



34 



18, 34, 46, 47, 49, 51, 52 VES 

NO 



Citations and explanations 

1, Claim 34 relates to the use of an in situ nucleic 

acid hybridisation process for detecting resistance 
to macrolide antibiotics in microorganisms. 



According to the first paragraph on page 7 of the 
description, the known processes for determining 
resistances of this type have the significant 
disadvantage that they are too time-consuming 
(generally 1-2 days) . Consequently, any therapy 
required can only be carried out after a 
considerable time delay. 



Several processes of this type are indicated in the 
description and are also disclosed in the 
international search report citations (e.g. Journal 
of Antimicrobial Chemotherapy, Vol, 40, pages 283- 
8 6; Antimicrobial Agents and Chemotherapy, Vol. 41, 
No. 5, 1997, pages 1162-65 and Vol. 39, No. 12, 
1995, pages 2770-73; Methods in Enzymology, Vol. 
164, 1968, pages 673-90). 

The problem addressed by the present invention was 
to provide a process that can be carried out more 
rapidly and is more reliable. 
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A person skilled in the art wishing to solve this 
problem would take into consideration in situ 
hybridisation followed by fluorescence detection, as 
disclosed, for example, in the Journal of 
Bacteriology, Vol. 172, No. 2, 1990, pages 762-770. 
Moreover, this is also confirmed in lines 10-12 on 
page 7 : 

"The further development of in situ hybridisation 
for detecting point mutations provides a pointer to 
the solution to identifying antibiotic resistance to 
bacteria quickly,..." . 

The subject matter of Claim 34 therefore appears to 
be obvious to a person skilled in the art, and thus 
does not involve an inventive step (PCT Article 
33(3)). 

2. Claims 18, 49, 51 and 52, which relate to processes 
that use the special oligonucleotides as per SEQ ID 
Nos . 1-3 and to oligonucleotides per se, are 
considered to be novel and non-obvious (PCT Article 
33 (2) and (3) ) . 

3. The subject matter of Claims 46 and 47 has also 
neither been disclosed nor suggested in the prior 
art cited in the international search report. 
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VIII. Certain observations on the international application 



The following observations on the clarity of the claims, description, and drawings or on the question whether the claims are fully 
supported by the description, are made: 

The expression in Claims 46 and 51 "... or contains at least 
one 10 nucleotide-long segment thereof" is unclear (PCT 
Article 6) . 
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